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AMENDMENTS TO THE CLAIMS 



This listing of claims will replace all prior versions, and listings, of claims in the application: 



1. (Currently Amended) A compound having the formula (I) 




or an enantiomer, diastereomer, or pharmaceutically-acceptable salt or prodrug thereof, wherein: 
X is selected from -0-, -OC(=0)- l -S-, -S(=0)-, -S0 2 - -C(=OK -C0 2 -, -NR$-, 

-NR,C(=0)-, -NR 8 C(=0)NR 9 ~, -NRgCCV, -NR 8 S0 2 - -NRsSOjNR*-, -SOjNRg- 

-C(=0)NRs-, halogen, nitro, and cyano, or X is absent; 
Z is optionally-substituted heteroaryl; 

Ri and R 5 are independently selected from hydrogen, alkyl, substituted alkyl, -ORu, -SRu, 

-OC(=0)R [4 , -CO2R14. -C(=0)NRi4R)4n, -NR, 4 R, 4B ,-S(=0)R I 4 ) -SOjRw, -S0 2 NRi 4 Ri4a, 
-NRi4S0 2 NRi 4ll Ri4i, J -NRnaSQjRM, -NR l4 C(=0)R 1 4a, -NRj 4 C02Ri4a, 
-NRi4C(= , 0)NRj4 tt R 1 4b ) halogen, nitro, and cyano; 

R2 is hydrogen or Ci^alkyl; 

Rjis hydrogen, methyl, perfluoromethyl, methoxy, halogen, cyano, NH 2 , or NH(CHs); 
R4 is selected from: 

(a) hydrogen, provided that R« is not hydrogen if X is -S(=0)-, -S0 2 - -NRsC0 2 -, or 
-NRsSOj-; 

(b) alkyl, alkenyl, and alkynyl optionally independently substituted with keto and/or one 
to four Ri 7; 
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(c) aryl and heteroaryl either of which may be optionally independently substituted with one 
to three Ri6; and 

(d) heterocyclo and cycloalkyl either of which may be optionally independently substituted 
with keto and/or one to three Ri 6 ; or 

(e) R4 is absent if X is halogen, nitro, or cyano; 

Rj is attached to any available carbon atom of the phenyl ring and at each occurrence is 

independently selected from alkyl, halogen, trifluoromethoxy, trifluoromethyl, hydroxy, 
alkoxy, alkanoyl, alkanoyloxy, thiol, alkylthio, ureido, nitro, cyano, carboxy, carboxyalkyL 
carbamyl, alkoxycarbonyl, alkylthiono, arylthiono, arylsulfonylamine, alkylsulfonylamine, 
sulfonic acid, alkysulfonyl, sulfonamido, phenyl, benzyl, aryloxy, and benzyloxy, wherein 
each Rj group in turn may be further substituted by one to two K\s; 

Rs, R9, Ru, Run and Rub are independently selected from hydrogen, alkyl, substituted alkyl, aryl, 

cycloalky), heterocyclo, and heteroaryl, except when Rn is joined to a sulphonyl group as in 
-S(=0)R !4 , -SOjRu, and -NR M .S02R]4, then R u is not hydrogen; 

R16 is selected from alkyl, R I7 , and C M alkyl substituted with keto (=0) and/or one to three Rn; 

R 17 is selected from 

(a) halogen, haloalkyl, haloalkoxy, nitro, cyano, -SRa, -OR23, -NR23R24. -NR23SO2R25, 
-S0 2 R 25 , -SO2NR23R24. -COzRza, -C(=0)R23, -C(=0)NR23R 2 4, -OC(=0)R 23 , 
-OC(=0)NR23R 2 4, -NR23C(-0)R24, -NR23CO2R24; 

(b) aryl or heteroaryl either of which may be optionally substituted with one to three R26; or 

(c) cycloalkyl or heterocyclo optionally substituted with keto(=0) and/or one to three R 2 6; 
Ru and R26 axe independently selected from C(.$alkyl, C 2 -$alkenyl, halogen, haloalkyl, haloalkoxy, 

cyano, nitro, amino, CMalkylamino, aminoCMalkyl, hydroxy, hydroxyCi^alkyl, Cualkoxy, 
Ct^allcylthio, phenyl, five to six membered heterocyclo, (phenyl)Ci-4alkyl, phenoxy, and 
(phenyl)CMalkoxy; 

R23 and R24 are each independently selected from hydrogen, alkyl, alkenyl, substituted alkyl, 

substituted alkenyl, aryl, cycloalkyl, heteroaryl, and heterocyclo; 
R25 is selected from alkyl, substituted alkyl, aryl, heteroaryl, cycloalkyl and heterocyclo; and 
m is 0, 1, 2 or 3. 

2. (Currently Amended) A compound of claim 1 having the formula (I*): 
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or a pharmaceutjcally-acceptable salt or prodrug thereof, in which Z is an optionally-substituted, 
monocyclic five-memhered heteroaryl. 



3. (Currently Amended) A compound according to claim 1, or a pharmaceutically-acceptable salt 
or prodrug thereof, in which Z is selected from one of: 







N— N 




H , 


H , 








N' — N 
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and 



H 



wherein, 

« is 0, l j or 2; and 

R 7 is selected from hydrogen, Ci. 4 alkyl, substituted C M alkyl, trifluoromethyl, trifluoromethoxy, 
halogen, cyano, amino, -NH(CMalkyl), N(CMalkyl)2, hydroxy, CMalkoxy, thiol, alkylthio, 
phenyl, benzyl, phenyloxy, benzyloxy, C3. 7 cycloalkyl, five-membered heteroaryl, and five to 
six membered heterocyclo; or as valence permits, R 7 may be taken together with one of two 
bonds forming a double bond of ring Z to form a keto (=0) group, or two R7 groups attached 
to adjacent carbon atoms or an adjacent carbon and nitrogen atom may join to form a fused 
heterocyclo or carbocyclic ring, said fused ring in turn being optionally substituted with one 
to two of CMalkyl, trifluoromethyl, trifluoromethoxy, halogen, cyano, amino, Cj. 
4 alkylahnino ) hydroxy, Ci^alkoxy, phenyl, benzyl, phenyloxy, and benzyloxy. 

4. (Currently Amended) A compound according to claim 3, or a pharmaceutically-acceptable salt 
or prodrug thereof, in which Z is one of: 



5. (Currently Amended) A compound of claim 2, or a pharmBceutically-acceptable salt or prodrug 
thereof, wherein: 

Z is a 1 ,3,4 oxadiazol-2-yl optionally substituted at the 5 position with a group selected from R 7a ; 
and 

R 7(I is selected from CMalkyl, substituted CMalkyl, hydroxy, alkoxy, thiol, alkylthio, halogen, 
cyano, trifluoromethyl, trifluoromethoxy, amino, -NH(Ct^alkyl), and N(CMallcyl)2. 

6. (Currently Amended) A compound according to claim 2, or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 




I. 
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X is selected from -0-, -OC(=0)-, -NRaC(=0)-, and -C(=0)NR„-; 

Ri and R 5 are independently selected from hydrogen, alkyl, and substituted alkyl; 

Rjis hydrogen, methyl, perfluoromethyl, methoxy, halogen., cyano, NH2, or NH(CH3); 
is attached to any available carbon atom of the phenyl ring and at each occurrence is 

independently selected from Ci-4alkyl, halogen, trifluoromethoxy, trifluoromethyl, hydroxy, 
CMalkoxy, thiol, CMalkylthio, nitro, cyano, carboxy, and carboxyCj^alkyl; and 

mis 0,1, or 2. 

7. (Currently Amended) A compound according to claim 6, or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 

Rj, R2 and Rs are each hydrogen; 
R 3 is methyl, -CF 3 , or -OCF 3 ; 

Rg and Rp are selected from hydrogen and C M alkyl; and 

R<s is attached to the phenyl ring A at the 2 and/or 4 positions and is selected from Ci. 6 alkyl, 

trifluoromethoxy, trifluoromethyl, and cyano; and 
m is 1 or 2. 

8. (Currently Amended) A compound according to claim 2, or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 

Ri, R 2 and Rj are each hydrogen; 
R 3 is methyl; 

Z is l,3,4-oxadiazol-2-yl or triazol-5-yl, each of Z optionally substituted with up to one of methyl or 
ethyl; 

X is -C(=0)- or -C(=-0)-NH-; when X is -C(=0)-, then R4 is phenyl or pyridyl optionally 

substituted with up to two Rus; and when X is -C(=0)NH-, R4 is straight or branched Cj. 
ealkyl or optionally-substituted benzyl; 

R<5 is attached to the phenyl ring at the 2 position and is methyl, ethyl, halogen, trifluoromethoxy, 
trifluoromethyl, hydroxy, methoxy, ethoxy, or cyano; 

R]« is selected from C M alkyl, halogen, hydroxy, CMalkoxy, trifluoromethyl, trifluoromethoxy, 

cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH2, NH(CMalkyl), N(Ci-4alkyl) 2 and/or 
a C M alkyl substituted with one to two of halogen, hydroxy, Ciwialkoxy, trifluoromethyl, 
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trifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, bentyloxy, NH2, NH(Ci-jalkyl), 
and/or N(C M alkyl) 2 ; and 

m is 1. 

9. (Currently Amended) A compound according to claim 1 or a pharmaceutically acceptable salt e* 
prodrug thereof, in which Rj is hydrogen. 

10. (Currently Amended) A compdund according to claim 1, or a pharmaceutically acceptable salt 
or prodrug thereof, in which R.2 is hydrogen. 

11. (Currently Amended) A compound according to claim 1 , or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 

R 3 is methyl, -CF 3 , or -OCF3. 

12. (Currently Amended) A compound according to claim 1, or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 

X is -C(=0)- or -C(=0)NH-. 

13. (Currently Amended) A compound according to claim 1, or a pharmaceutically acceptable salt 
or prodrug thereof, in which X is -C(K))NH- and R4 is C2.6 alkyl, optionally-substituted benzyl, or 
a heterocyclic or heteroaryl ring selected from diazepinyl, morpholinyl, piperidinyl, and pyrrolidtnyl, 
said heterocycle being optionally substituted with one to two of Cualkyl, hydroxy, CMalkoxy, 
phenyl, and/or benzyl. 

14. (Currently Amended) A compound according to claim 1, or a pharmaceutically acceptable salt 
or prodrug thereof, in which X is -C0=O)- and R4 is phenyl, pyridyl, pyrimidinyl, or pyrazinyl 
optionally-substituted with one to two of Cmalkyl, halogen, hydroxy, Ci^alkoxy, trifluoromethyl, 
trifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C|.4alkyl), N(C). 
4 alkyl)2 and/or a Ci-»alkyl substituted with one to two of halogen, hydroxy, C M alkoxy, 
trifluoromethyl, trifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, Nrfe, NH(Cj. 
4 alkyl), and/or N(C M alkyl) 2 . 
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15. (Currently Amended) A compound according to claim 1 or a pharmaceutically acceptable salt 
ot prodrug thereof, In which Rs is hydrogn hydrogen or CH3. 

16. (Currently Amended) A compound having the formula, 



or an enantiomer, diastereomer, or a pharmaceutically acceptable salt or prodrug thereof, wherein: 

R3 is methyl or CF3; 

X is -C(=0>- or -C(=0)NH-; 

Z is selected from one of 



R4 is straight or branched C2.6alkyl; cycloalkyl optionally substituted with keto and/or up to two Ri«; 
heterocycle or heteroaryl optionally substituted with keto and/or up to two Ri6j Ci.4alkyl 
substituted with up to three of halogen, trifluoromethyl, cyano, hydroxy, alkoxy, haloalkyl, 
haloalkoxy, nitro, phenyl, phenyloxy or bentyloxy, wherein said phenyl group is optionally 
substituted with one to two Ris; or phenyl optionally substituted with zero to two Ri«; 

R& is selected from lower alkyl, halogen, trifluoromethoxy, trifluoromethyl, hydroxy, Ci-»alkoxy, 
nitro, amino, CMalkylamino, and cyano; 

R 7a is lower alkyl; and 

K16 is selected from Ci-»alkyl, halogen, hydroxy, Ci^alkoxy, trifluoromethyl, trifluoromethoxy, 

cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(CMalkyl), N(CMalkyl)2 and/or 
a CMalkyl substituted with one to two. of halogen, hydroxy, Ci^alkoxy, trifluoromethyl, 
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tiifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C M alkyl), 
and/or N(Ci. 4 alkyl)2; 
n is 0 or 1. 

1 7. (Previously Presented) A pharmaceutical composition comprising one or more compounds 
according to claim 1 and a pharmaceutically-acceptable carrier or diluent. 

1 8. (Previously Presented) A pharmaceutical composition comprising one or more compounds 
according to claim 1 6 and a pharmaceutically-acceptable carrier or diluent 

19. (Canceled) 

20. (Currently Amended) The A method of treating Cln i ro 19 in which th e inflnmmnt n ry 
disorder-is selected from asthma, adult respiratory distress syndrome, chronic obstructive 
pulmonary disease, chronic pulmonary inflammatory disease, dioboto g j inflommatory bowel disease, 
osteoporosis, psoriasis, graft vs. host rejection, atherosclerosis, Alzheim e r^ disease, multiple 
myeloma, myocardial ischemia^ and arthritis Including rheumatoid arthritis, psoriatic arthritis, 
traumatic arthritis, rubella arthritis, gouty arthritis, and osteoarthritis pa i n and neuropathy^ 
comprising administering to a pat ient in need of soch treatment a pharmaceutical composition 
according to Claim 17 . 

21. (Canceled) 

22. (New) A method of treating asthma, adult respiratory distress syndrome, chronic 
obstructive pulmonary disease, chronic pulmonary inflammatory disease, inflammatory bowel 
disease, osteoporosis, p soriasis, graft vs. host rejection, atherosclerosis, multiple myeloma. 
myocardial ischemia, rheumatoid arth ritis, psoriatic arthritis, traumatic arthritis, rubella 
arthritis, gouty arthritis and osteoarthritis, comprising administering to a patient in need of 
such treatment a pharmac eutical composition according to Claim 18. 
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